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SPECIFIC COMMENTS TO AUTHORS 

Thank you for the opportunity to review your manuscript titled "Non HDL-C/HDL-C is 

a predictor for cardiovascular mortality in patients with diabetes mellitus." Overall, I 

appreciate the effort put into this work and recognize its potential contribution to the 

field. However, there are several areas that require further attention to enhance the 

clarity and robustness of the study. Introduction and Background: The introduction 

provides a good overview of the topic, but it would benefit from a more comprehensive 

review of the existing literature. Specifically, consider integrating more recent studies 

that address the gaps you mention. This will strengthen the rationale for your research 

question. Additionally, clearly stating your hypotheses at the end of the introduction 

would help readers understand the objectives of your study better. Methodology: The 

methodology section outlines your experimental design; however, it lacks detail in 

several critical areas. For instance, please elaborate on your sampling method and justify 

the sample size chosen. It is essential to include how you calculated your sample size to 

ensure statistical power. Furthermore, the criteria for participant selection should be 

more explicitly defined. This information is crucial for readers to assess the validity and 
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reliability of your findings. Data Analysis: The analysis is well-executed, but there are a 

few statistical tests mentioned that need clearer justification. For example, please clarify 

why specific tests were chosen over others, particularly when dealing with 

non-parametric data. Providing a rationale will strengthen your argument and offer 

transparency in your analytical approach. Results: The results section is informative; 

however, I recommend re-organizing this section to improve flow and readability. 

Consider using subheadings to separate different aspects of the findings, which will help 

guide the reader. Additionally, while you have included some visual aids, more figures 

or tables summarizing key findings would enhance comprehension. Ensure that all 

figures are referenced in the text and include informative captions. Discussion: The 

discussion does a commendable job of interpreting your findings, but it should more 

thoroughly address the implications of your results in a broader context. It would be 

helpful to connect your findings to the existing literature discussed earlier. This will 

demonstrate how your work contributes to the field. Additionally, please address any 

potential limitations more explicitly, as well as suggestions for future research. 

Conclusion: The conclusion summarizes the main findings but lacks a strong, 

forward-looking statement. Consider incorporating a sentence that highlights the 

potential applications of your research or its implications for future studies. References: 

The reference list appears to be thorough; however, please ensure that all citations in the 

text are accurately represented in the reference list. Additionally, it might be beneficial to 

include more diverse sources, including recent reviews or seminal papers that provide 

foundational insights into your study area. Formatting and Language: The manuscript 

generally adheres to the journal’s formatting guidelines; however, I suggest 

proofreading for minor grammatical errors and inconsistencies in terminology. 

Attention to language clarity will enhance the overall professionalism of your 

submission. In summary, while your manuscript addresses an important area of 
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research, addressing these points will significantly improve its quality and clarity. I look 

forward to seeing a revised version that incorporates these suggestions. 
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SPECIFIC COMMENTS TO AUTHORS 

Reviewer Report Manuscript Title: Non HDL-C/HDL-C is a predictor for cardiovascular 

mortality in patients with diabetes mellitus General Evaluation This study investigates 

the impact of the non-high-density lipoprotein cholesterol/high-density lipoprotein 

cholesterol (NHHR) ratio on cardiovascular mortality in patients with diabetes. While 

the study addresses an important issue, it contains several methodological shortcomings 

and data analysis concerns. Critiques 1. Age Range: The study targets individuals aged 

60 and older, which inherently carries a higher mortality risk. This high age selection 

complicates the interpretation of results. Including a broader age range with younger 

cohorts could yield more definitive outcomes. 2. Other Risk Factors: The study does not 

assess lifestyle factors such as dietary habits, smoking, and alcohol consumption. These 

elements are crucial in evaluating cardiovascular risk and have been overlooked. 

Including such data would enhance the understanding of the relationship between 

NHHR and mortality. 3. Medication Use: There is no mention of participants' current 

medical treatments (e.g., antihypertensive medications, cholesterol-lowering drugs). The 

presence of such treatments could significantly impact lipid profiles and mortality 
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outcomes. 4. Other HDL-Related Markers: The study fails to consider other important 

biomarkers associated with HDL, such as PON1 (paraoxonase 1) and ARE 

(Apolipoprotein E). These markers play significant roles in HDL functionality and 

metabolism, and their inclusion could enrich the study's findings. 5. Statistical Analysis: 

The statistical methods used are not sufficiently detailed. Providing more information 

regarding the appropriateness of the models and their assumptions would enhance the 

reliability of the study. 6. Generalizability of Results: The results are limited to a specific 

population (NHANES). Without similar studies conducted in diverse demographic 

groups, generalizations may be misleading. Recommendations • Broaden Age Range: 

Including younger age groups in the study could provide a clearer assessment of age 

effects on cardiovascular mortality. • Comprehensive Data Collection: Detailed data on 

lifestyle factors and medication use should be collected. Additionally, assessing 

HDL-related biomarkers such as PON1 and ARE is essential for a more comprehensive 

understanding of the relationship between NHHR and cardiovascular mortality. • 

Clarification of Statistical Methods: A more thorough explanation of the statistical 

methods and their underlying assumptions would improve the methodological quality 

of the study. • Additional Analyses: Examining relationships with other lipid profiles 

and cardiovascular risk factors would strengthen the study's findings. Conclusion The 

study provides valuable insights into the impact of NHHR on cardiovascular mortality 

in diabetes patients. However, the aforementioned points raise concerns about the 

validity and reliability of the findings. I recommend that the authors consider these 

critiques and revise the manuscript accordingly. 
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SPECIFIC COMMENTS TO AUTHORS 

1.The article explores the relationship between the non-HDL-C/HDL-C ratio (NHHR) 

and cardiovascular mortality in diabetic patients, a topic that has been extensively 

studied. The article fails to demonstrate significant innovation in either methodology or 

conclusions. 2.The study data is sourced from NHANES, which, despite its large sample 

size, may suffer from selection bias, impacting the generalizability of the findings. The 

article does not adequately discuss this potential issue and its implications on the results 

3.The article employs Cox proportional hazards models for analysis but does not 

elaborate on the verification of model assumptions, such as the proportional hazards 

assumption, which could lead to unstable results. Additionally, while feature selection 

utilizes the Boruta algorithm and LASSO regression, sufficient evidence is not provided 

to demonstrate the superiority of these algorithms over traditional methods in the 

specific dataset. 4.While the article identifies an association between NHHR and 

cardiovascular mortality, it lacks in-depth exploration of the underlying biological 

mechanisms responsible for this association. Furthermore, although sensitivity analyses 

consider various exclusion criteria, a comprehensive discussion of potential confounding 
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factors, such as medication use and lifestyle habits, is missing. 5.Although a nomogram 

for predicting cardiovascular mortality is developed, the area under the ROC curve 

(AUC) in the validation cohort is relatively low, indicating limited predictive capability 

of the model. Moreover, the article does not present external validation results of the 

model in different populations, making it impossible to assess its generalizability and 

stability. 6.The discussion section of the article fails to thoroughly compare and cite 

recent studies in the relevant field, effectively understating the position and value of this 

study within the existing knowledge system. Furthermore, the discussion of study 

limitations is insufficient, failing to adequately address potential issues in sample 

selection, statistical methods, and result interpretation. 7.The article contains minor 

issues with formatting and clarity of expression, such as unclear titles for tables and 

figures, and complex sentence structures that hinder readability. These problems detract 

from the overall legibility of the manuscript.  
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SPECIFIC COMMENTS TO AUTHORS 

In general, the authors' responses to the reviewers are comprehensive and serious, but 

there are still some deficiencies in certain aspects. Especially when it comes to explaining 

biological mechanisms, exploring potential confounding factors, and providing specific 

implementation plans for improvement measures, the authors need to further strengthen 

their efforts. Nevertheless, considering that the authors have responded to almost all the 

questions raised by the reviewers and attempted to provide additional evidence to 

support their viewpoints, this response is still inclined to be accepted as a whole. To 

further improve the quality of the manuscript, the authors can make further revisions 

and refinements based on the reviewers' suggestions.  

 


